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DETAILED ACTION 
Informalities 

Claims 1-20 are currently pending and are the subject of this Office Action. 

Priority 

The present application is a Continuation of U.S. Non-Provisional Application No. 
10/321,653, filed December 18, 2002, now abandoned, which is a Continuation of U.S. 
Non-Provisional Application No. 09/899,028, filed July 6, 2001 , now abandoned. 

Claim Rejections - 35 USC § 102 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
states. 

Claims 6-7, 10, 15-16, and 19-20 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Henneberg (J. Neural. Transm., 1999). 

Henneberg (Title, Discussion) teaches that Aricept®, the hydrochloride salt of the 
compound of Formula IV, when administered at a dose of 5 mg/day, is effective at 
treating cognitive dysfunction, including dementia, in PD. Oral administration is an 
inherent property of Aricept® as evidenced by the Prescribing Information provided by 
the manufacturer (<http://www.aricept.com/pi/aricept_pi.htm>; accessed online on May 
15, 2006). 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which fomis the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-20 are rejected under 35 U.S.C. 103(a) as being unpatentable over 

Hutchinson (U.S. Patent No. 5.965,571; Issued October 12, 1999) in view of Sugimoto 

et ai (U.S. Patent No. 4,895,841 ; Issued January 3, 1990) and Henneberg (J. Neural. 

Transm., 1999). 

Hutchinson discloses a method of treating PD, including rigidity and dementia, 
using a cholinesterase inhibitor (see especially Abstract; Column 3, Lines 30-50; and 
Claims 1-4). The reference further discloses the cholinesterase inhibitors can be 
administered orally (Column 9, Line 51). Instant Claims 1-20 differ over Hutchinson in 
requiring the compound of Formula IV or a stereoisomer thereof. Claims 1-14 recite 
treating dementia of PD. Claims 15-20 recite treating PD in general. Claims 2-5, 7-9, 
and 16-18 further recite specific salts or stereoisomers of the compound of Formula IV. 
Claims 1-5. 10-14, and 19-20 further recite dosage amounts and forms of 
administration. 

Sugimoto etal. disclose the cyclic amine compounds of the present claims (Cols. 
2-12), as well as the specifically claimed compound of Formula IV, its hydrochloride salt, 
and stereoisomers of the compound of Formula IV. They further disclose that the 
compound of Formula IV. donepezil. is capable of inhibiting acetvlcholinesterase and is 



Application/Control Number: 10/806,409 Page 4 

Art Unit: 1614 

thus effective for the treatment of various kinds of dementia and cerebrovascular 
diseases (Column 29, Lines 52-65). The patentees further disclose effective dosages of 
from generally 0.1 to 300 mg and specifically 1 to 100 mg per day (Col. 30, Line 25, 
compare to, e.g., present Claim 10). The compounds may be orally administered 
(Column 30, Lines 10-11) and presented in a variety of dosage forms, such as 
injections, suppositories, sublingual tablets, tablets, and capsules (Col. 30, Lines 27- 
31). 

Henneberg discloses that Aricept®, the hydrochloride salt of the compound of 
Formula IV, is useful in the treatment of cognitive dysfunction, including dementia, in PD 
when administered at a dose of 5 mg/day (see especially Title and Discussion). Oral 
administration is an inherent property of Aricept® as evidenced by the Prescribing 
Information provided by the manufacturer (<http://\AAAW.aricept.com/pi/aricept_pi.htm>; 
accessed online on May 1 5, 2006). 

In the absence of a showing of unexpected results, it would have been obvious to 
one of ordinary skill in the art at the time the invention was made that oral administration 
of the compound of Formula IV (donezepil), its hydrochloride salt, and enantiomers 
thereof would be useful in treating PD and the dementia associated with PD. The 
motivation to do so is found in Hutchinson who discloses that cholinesterase inhibitors 
are useful to treat PD and Sugimoto et aL who disclose that the compound of Formula 
IV, its salts, and enantiomers are cholinesterase inhibitors and are useful in the 
treatment of dementia and cerebrovascular diseases. Further, Henneberg discloses 
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that the compound of Formula IV is useful in treating dementia associated with PD in 
the doses instantly claimed. 

Thus, the methods of instant Claims 1-20 would have been prima facie obvious 
to one of ordinary skill in the art at the time the invention was made. 

Claims 1-20 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Henneberg (J. Neural. Transm., 1999) in view of Sugimoto et ai 

Henneberg discloses that Aricept®, the hydrochloride salt of the compound of 
Formula IV, is useful in the treatment of cognitive dysfunction, including dementia, in PD 
when administered at a dose of 5 mg/day (see especially Title and Discussion). Oral 
administration is an inherent property of Aricept® as evidenced by the Prescribing 
Information provided by the manufacturer (<http://www.aricept.com/pi/aricept_pi.htm>; 
accessed online on May 15, 2006). Claims 3-4, 8-9, and 17-18 differ over Henneberg in 
requiring a stereoisomer of the compound of Formula IV. Claims 15-20 recite 
generically treating PD, which would include dementia. Claims 1-5, 10-14 and 19-20 
recite specific dosages and forms of administration. 

Sugimoto et ai disclose that the compound of Formula IV and its stereoisomers 
are useful in the methods described therein (see especially Column 12, Lines 30-48 and 
Column 34, Example 4). Sugimoto et ai specifically disclose the cyclic amine 
compounds of the present claims (Cols. 2-12), as well as the specifically claimed 
compound of Formula IV, its hydrochloride salt, and stereoisomers of the compound of 
Formula IV. Thev further disclose that the compound of Formula IV, donepezil. is 
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capable of inhibiting acetylcholinesterase and is thus effective for the treatment of 
various kinds of dementia and cerebrovascular diseases (Column 29, Lines 52-65). 
The patentees further disclose effective dosages of from generally 0.1 to 300 mg and 
specifically 1 to 100 mg per day (Col. 30, Line 25, compare to, e.g., present Claim 10). 
The compounds may be orally administered (Column 30, Lines 10-1 1) and presented In 
a variety of dosage forms, such as injections, suppositories, sublingual tablets, tablets, 
and capsules (Col. 30. Lines 27-31). 

In the absence of a showing of unexpected results, it would have been obvious to 
one of ordinary skill in the art at the time the invention was made that the enantiomers 
of the compound of Formula IV would be useful in treating PD and dementia associated 
with PD. The motivation to do so is found in Henneberg who discloses that the 
compound of Fomiula IV is useful in treating PD and Sugimoto et al. who disclose that 
the enantiomers of the compound of Formula IV are also useful to treat cognitive 
disorders, including dementia. In addition, the recited forms of administration are 
routine and well known in the pharmaceutical art. 

Thus, the methods of instant Claims 1-20 would have been prima facie obvious 
to one of ordinary skill in the art at the time the invention was made. 

Claims 1-14 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Gregor (U.S. Patent No. 5,486,512) in view of Sugimoto et al. and Henneberg (J. 
Neural. Transm., 1999). 
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Gregor teaches a method for treating cognitive deficiencies and other dementias 
(Col. 1, Lines 14-17), which comprises administering to a patient in need thereof from 1 
to 100 mg of a pharmaceutically acceptable dosage fomn, which may be in a fomn 
suitable for oral administration, such as a tablet (Col. 35, Lines 13 and 40-46) of a 
quinazoline derivative which functions as a cholinesterase inhibitor (Abstract and Col. 1 , 
Lines 28-29). 

Gregor further indicates that it is because of the compounds ability to inhibit 
cholinesterase that they are effective for the purposes taught, i.e., "[i]t has now been 
found that certain quinazoline derivatives also possess cholinesterase inhibitory activity 
and are thus useful for treating cognitive deficiencies such as Alzheimer's disease, 
senile dementias... and other conditions where memory and cognitive function 
improvement or stabilization is desired." 

The difference between the above and the claimed subject matter lie in that 
Gregor fails to highlight the presently claimed therapeutic objective of "treating dementia 
in a patient with Parkinson's disease" using the specific compound of Formula IV and its 
salts and enantiomers (Claims 1-14). 

Sugimoto et al. teach as above. Specifically, the reference discloses the 
compound of Fomnula IV, its hydrochloride salt, and stereoisomers of the compound of 
Formula IV. Thev further disclose that the compound of Formula IV is a cholinesterase 
inhibitor . 

Henneberg discloses that Aricept®, the hydrochloride salt of the compound of 
Formula IV, is useful in the treatment of cognitive dysfunction, including dementia, In PD 
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when administered at a dose of 5 mg/day (see especially Title and Discussion). Oral 
administration is an inherent property of Aricept®as evidenced by the Prescribing 
Information provided by the manufacturer (<http://www.aricept.com/pi/aricept_pi.htm>; 
accessed online on May 15, 2006). 

To the skilled artisan, the claimed subject matter would have been prima facie 
obvious over Gregor in view of Sugimoto and Henneberg because as noted above, 
Gregor teaches that compounds which function as cholinesterase inhibitors may be 
used to treat dementias or other cognitive impairments in general, i.e., "cognitive 
deficiencies such as ..." and "and other dementias" (Col. 1, Lines 14-17) and Sugimoto 
teaches that the compounds of Formula IV are cholinesterase inhibitors. Gregor further 
highlights that such compounds {i.e. cholinesterase inhibitors) may be used to treat 
"other conditions where memory and cognitive function improvement or stabilization is 
desired" (Col. 1, Lines 31-33). Therefore, one of ordinary skill in the art would have 
appreciated that the invention of Gregor was not only limited to the specific cognitive 
deficiencies or dementia disorders explicitly set forth therein, such as Alzheimer's 
disease (Col. 1 , Lines 16-17), but that other such disorders known to the artisan could 
be treated. This is especially true given the disclosure of Henneberg who teaches that 
oral administration of the compound of Fomnula IV can be used to treat dementia 
associated with PD. 

One of ordinary skill in the art would have been motivated to treat dementia in a 
patient with Parkinson's disease by administering the compound of Formula IV, its salts 
and enantiomers as recited in the instant claims because this dementia was known to 
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the artisan at the time the invention was made and it was also l<nown that the instant 
compounds are inhibitors of cholinesterase. The artisan would have been imbued with 
at least a reasonable expectation that such compounds could be used in the manner 
presently claimed given the clear and unequivocal teachings of Gregor in view of 
Sugimoto et al. and Henneberg. 

Thus, the methods of instant Claims 1-14 would have been prima facie obvious 
to one of ordinary skill in the art at the time the invention was made. 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to James D. Anderson whose telephone number is 571- 
272-9038. The examiner can nomrially be reached on MON-FRI 9:00 am - 5:00 pm 
EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-0718. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status infomiation for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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